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m^m 

tLx. ^fsmmomt'^mmit. ^i^iz^^(Dmmmmm(Dm:Kizw5mmm 

mmj:iitj:ts0<<omm^mLxi^^o mzmmmnjmmm^'^^xmmizm'o 
tzm-^. iii^<D5^±nmmitt>-rti^5o%mmz-r^tj:i\ ^mzubmmmo 
MtT^ffl^jL, mmiF.x(j>mm^mmz<o[t-tmnwmm.-^^xi^^o 
wmB<omnnumzif>\z^ tzt^\t^^:yf^^'^ti:i£(0'kmmmzn\^, n 

i^fz^'^±\z^'Dtzm%\z[t^ ^m.m^\zti;\xjss^^^<om.f^m<r>±m-^mm-t 
Mst.mt.^mm.(Dm\tm:m<j>-"otm^iiii:\,xi^^<r>x. ^mmom^onu^ 
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II*. T>i;^7^>i/>^^^^ (ACE) IC<fcorT>i;;!|-x>v>I A^^>^ 

ffl*<fe-5Ci:A<»I€)*lrl^^o ffeOM<35L/->-T>e/:j-7->i^>^ia^^Ji: u 

l*AT1 <!:AT2a)2a^^D•b■:^^^^:>'7&<^^P,*Lrt^^;!)^ C(0-5*»AT1g# 
i*a>fgtn;lPJA<A C E <fe y ^,pJ#ffl*t/>^i:l^^BE^Jt Lr/£ < ffllNP, ^ J: 5 IcjEco 

ACERi^^jfc^t;T>v;^-^>v> 11 ^^w^mmit. mm^T'ji.^^m 
i-^^^xm^^mi^w^'i^^mmm^w^omfT^mit^^ittim^ttixi^^ 

(Am J Med 1995 Nov ; 99 (5) : 497-504. DIabetologia 1996 May ; 39 (5) : 587-93. N 
Engl J Med 2001 Sep 20:345(12) : 861 -9. J Hypertens 1993 Sep ; 1 1(9) : 969-75 

fcii^^ctt^Lr^^4-efeofc<!:<Z)^^*<^i:$;^^rl^§ (N Engl J Med 2001 Se 
P 20:345(12)1851-60) „ ::.(Otclsbnizmmm^WmmmiziSl^xlt. ifiUEA^JE 
^mmxh-DXt. ACERiWi^j-^T>i;;!|-^>^» II S^i*:Jgtfl:^j36<i£<ffl 

-<D<feaiC. ACERi^|fiJ-\?>T>i?:j-T->i^> II g^t**Si5t^J^(i 

/£ < $ *l,r l^ ^ t L\ o r J; 

L*^L^»:*<p,. ACEiaw^j-v>T>i;:t-xr/-»ii §:mi!^m^m(DwmmM 
nmmm<Dm^%^tzBMibt)^izfj:^x^xi^^. tzt^i^. rtmmjiT:^^^^ 
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N Engl J Med 2001 Sep 20:345(12) : 861 -9) » "irCOmKOUmtj^+i^-QUl^Z t 

hyl ^^(DWii^^ 7*;u-e. >/^^^fgT$i±§ci:A<^^$tirLN-g> (Am j 

Pathol 1993 Feb ; 142 (2) : 441 -50) » I ^^i*:<7>/^^ 

::^PX h:M-'J't7A*<^^(*:^iilj^7S;U^.;, k (Kidney Int 1998 May:53(5):13 
14-20) , mmm^W&B% (Nephron 2002 Dec : 92 (4) : 788-96) <3!)^^>/^<7^ 

U Hyper tens SuppI 1993 Dec; 11 SuppI 5:S208-9) , JtWJS 

^;t^r^^-S (Am J Hyper tens 1997 10:209-16) » 

WOOO/67748 P X h OJ^^^ty m-:7 x ;z u> p g I ^gf 

#f*A^^^^/*&5^lcWS«I-e&SCi:A^s WO99/13880(c|*. ^^:>'PXh-^h 

^3ait?fe§z: t7&^ *fcwoo2/080929 izit^'yya^ h g 't7A^^t?m-:7 
m^l*T•a)WIE|^a)^ifflc^■r§^mA^l3tg**Lrl^s/•£lt■c% c:<7):fpx^>f^ 

mit-^m T > e^Ti-T- > i/ >igtsi®mis^^ <»: (ommmmmm^ ^^xi^^b 



wo 2004/098611 



PCT/JP2004/006412 



4 



Tl^^^l^ (!|#IIBS6 O— 2 3 3 2 4) „ 

<0-mv^^y:i-->y ( fosinopn l) Ml^^^-x;u^ »y hlc-efffl L 

s Wmm^^^<omm'^nmLtzm^tim^^tlXl^^ (Am J Hypertens. 1997 
10:202-8) „ ^*L^;|l<Dm^J^mJte-C}S-^Lfcl¥lfl±=i > h 



m-^tcit^vni^mcom^m^mm-r^ztx'ib^o 
m<07tm^tzit^m^^m<om^mx&^o 

-^5C ( I ) 




(I) 



E 



B 
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(A) COOR% ZZVR^lt. 
- (CH2CH2O) „CH3. CC-e. n(*1~5(7>^^. 

2-eyi?;K 3-egi?;K 4-egi;;K Qf-^'j;^ iS- 

5 K^>XT5 h\.-CH = N-NH-C (=0) -NH^. -NH-C (=0 
) -Ph. -NH-C (=0) -CH3^L<I*-NH-C (=0) -NH^t? 

-C,H,.N (R^) 2. CCT^C.H^,. R^ttMIH^SlCl^C. 

-CH (R5) -c- (=o) -R\ cz-eR=l*7Km*/c(iK>y^;K R« 
fi:7x-;K p-:3^P^:7xr:;K p-'i7PP-7x:::;K p-lf:7x=.;K p- 
-hp:7x=.;u. p-^OXts K7'x-;i/, 2— ^:7^;k 

-CpH2p-W-R\ dCI?, WIA-CH = CH-. - C H = C R^-*fc(*- 

10) -CH (CH^OR^) 2 , dC-eR«(*^miS[1-3 0C3!>7;i.^;U*fctt 

(B) -CH2OH , 

(C) -C (=0) N (R«) 2, 
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^lx>. :7x:r;u, g^7i-;u d-eS^^ttitB (A) 5) (Om-^tWim. 

(CC-eg^^f*±iB (A) 5) (Dii^t^ig) . ^mife7-i 2a>T7;i/^;u 

a:b^ii^tt^te(DR«(i-S02R^°r'(*^ft^^,CZ)<!:-r-5. 

(D) -CH^OTHP (THPfiT^H^t KPe^z:;i.S) TJfcy. 
A(i, 

- (CHJ 

-CH = CH-CH2-, 
-CH2-CH = CH-, 
-CH2-O-CH2-. 
-CH = CH-. 
-O-CHg-^/il* 

7) -c = C-T?fey, CZT?. mf*1 *^P,3(Z>^la[$^L, 

B\ts -x-c (R^^) (R12) oRi\ ccT*. R''\ti^m^fz\tim.mm 

""CH2""CH2~% 
-CH = CH~. *fcf* 

-c = c--^fey. 
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s '>Ty. ^ K^i>. >'x^;u=feL<(*7xy:^>>e^Lfc:7xii;K i^^p^ 
^ ;txfc ^ p > L < (* ^ p 

-C,H,,-CH = C (R^«) Ri« , --•^C.HaJiBirlB^aiZl^i:. R^« 

7-1 5(DTP'r;p^L<fiR2 (-c-^R'^tttriH^acipii:) ^at)Ls 
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-5 aa^m ^ ^-r ^ & -5 o 

±15-18!^ ( I ) 1?^ $ ® „ 

±iB-^5C ( I ) -e^ $ ^x-S ^fc^i^O) * tr . 
RM*. COOR2, 

2) -CH2-CH = CH- 
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Bit. -X-C (Rii) (Ri8) OR^3 
1) -GH = CH- 

5 2) -c = c--e&y, 

R^^fis 

1 ) -Z-A r 2 

2) -Z-R3 

cic-ezttgriE^aici^i:, R^ttgt^l&s-' 1 2(Di/^PT;u^;u$ 

15 

3) -C„H2„-C = C-R^' 
20 A^»*Ll^o 

RM*> COOR^ z^T'R^I*. 7K^*yc(*S31^fi<JlcgltAtit>ti-5iK;j- 

25 Y(*, TKm. T?feys 

B(*. -X-C (R^^) (R12) oR^\ CZ-^, R^^:RUJR^^(i7j<m-t?& 

y^ 

X(i. -CH = CH-. t?fcy. 
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1 O 

C „ H 2 „ liSm^ L < »*^lKT;mr U > L . R ^ ' Itmmm. 1 ~ 6 (Z)it^T 




HO 



> I ^mmmts -js^^^nT-fcy. -^j^i^^iii^^iii -5367 2^^^ici3te$;txT 

fe-S. -TP^'^PJ^Ph (iloprost) ^ J^T^-^aTs-ry—Jl^i-h^J'^A (epoprost 
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1 1 

enol sodium) , tiJl./iV-C <7 'J y (carbacycin) , i^ttZfuT^h (cicaprost) 
. JL:^^yu^h (eptaprost) , T^:^P;^h (ataprost) s *>:^PX-r> (c 
iprostene) , ^IfnT.T-y (taprostene) , ^*):y-^nx\- (cllnprost) , — 
b3'"PXh (nileprost) , ■^^■b-:^PX7"> (naxaprostene) , ^LyZfaX'f- 
5 -JU (treprostinil) , e5;u:^PX h (pimilprost) , CS-5 7 0 (^BOO 
ifll2 0 0 3^4^2 4a) . TY-1 1 2 23 (BJBa)i!jlrm2 O O 3#4^ 2 
4B) . TTC909 (B^Ba>if^2 O 0 3^4^ 2 4 B) . OP-2507 ( 
B^B(DSf^2 O O 3^4^ 2 4 B) o 

10 P-10614. CH-5084s SC-43350. RS-93427. U- 
682 1 5, RO-23-64 1 6, CH-169. TEI-9063. AFP 
-07,-9--rP:^PXK, CS570, M- 1979K Hoe892. R-5 
9 2 7 4. CG 4 2 O 3o 

(1 6S) -1 5— r7f"^i^-1 6-t KP^'>-1 6-^f^;U-9 ( 
15 O) -^^y-A6(9ar)-:^PX^y^>v> I 9 (O) ->^/-A6(9a 
)-3^P^^^^>v> I 17 (s) . 20-i»^;u-9 ( 

o) -^^y-A6 (9 Of) -::fpx^^^>i?>ii ^f^;uxxT;Us nm^ 

8-245498 -^^^(ci5«t(Z> 1 5 R— T V^^U/^-th-f^? ij >S|^**:s nmW- 9-16032 
0-^(C|Eig<D 1 5 R- 1 6-m- h 'J;U- 1 7, 18. 19. 2 0— r-h^y^U 

ftffl$^.•^Ct;^^<$g^$^^rl^'5, -y-S^V-Jf (samixogrel :BJB(7>i&f^2 
003#4^24B) . BMY-42 2 3 9 (0J B (TJUt^ 2 0 O 3 ^ 4 ^ 2 4 B 
) . BMY-457 78 (IB B ©irS 2 O O 3 ^ 4 ^ 2 4 B) , ONO— 130 
25 1 (B^Ba)if^2 0 0 3^4^2 4B) , $€>fZ(±, EP0542203. EP 
0548959, EP0578847s EP0558062, EP058118 
7. WO 9 8 1 3 3 5 6, !ff^2 O 00-1 9 1 5 23, WOO 2/08808 
4, <NFi^m3 24586 4-^IciBa$*^fc^b^«^*fey, ZJtH^ =bmi^^ C tii^ 
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1 2 

:^mMizmi^^:it(Dx^^ACEmmm<DMwmtLXs ^xcD^mu^T^^it 

10 :L-jr^zf*JJ[^ (enalapril maleate) . T'y-izZf'JJl^ (alacepril) . •r'yZf^J 
;u (delapril) , ^5>'''J;U (ramipril) . tt^i-Zf^Jl^ (captopril) . 'J v 
yzf^JJl^ (lisinoprll) , ^i-^Zf^JjV (benazepril hydrochloride) . 'J'O 
•*fy*J)l^ (llbenzapril) , ^■^■:^U;i/ (quinapr i lat) . -f^^y^jju (imidap 
rll hydrochloride) ^ VP3:yzf*JJl^ (zofenopril calcium) . y^t-i^yy*) 

15 ;u (fosinopril sodium) , i/^if3^'J;U (cilazapril) , "r^EtiZf^Jjl^ (temoc 
april hydrochloride) s 7.\i^Z^tJjl (spirapril hydrochloride) , '^'J>K 
ZffJJl' (perindopril erbumlne) , -tx^pi/^U^U (moexipril hydrochloride 
) s h^>K^-^U;u (trandolaprll) . ^-^/i^^J^—h (omapatr i lat) . 
•bn-j-^fjjl. (ceronapril hydrate) . < K^:^'J-'U (idrapril) . ^-^f^yj 

20 ;u (mixanpril) , ^^;uf^:^g;u (moveltipril calcium) s L^V^TZ^'J-ZU ( 
rentiapril) . ^^^/izf^Jjl^ (utibapril) . i^^-^il^ (synecor) ^ Xtf^^^'j 
(spiraprllat) . Iflf (zabicipril hydrochloride) . E — 40 
3 0 (Drug Data Report, Vol.22. p510. 2000) . -^"y J Zf^) )\^^ -x^T^U^U. 
■^lx>5^;u (prentyl) , y^x^:^';;!/, -y-A/^KU^h (Sampa 

25 trilat) . ^>h:^U;i/ (Pentopril) s ( Llbenzapril ) . 

'J>K3fg^h (Perindoprilat) . ;^e'7:^U^h (Spiraprllat) . BRL-3 
6378 (N- [4- (2. 3-D i hydrobenzof uran-2-y I ) -1 - (ethoxycar bony I ) buty I ] -L-a I an 
yl-L-prol ine) , l/^xy^^U^H (Zofenopri lat argi nine ) , ■7 7i>hV 
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(Fasidotrll) . MDL-100240 (4S, 7S. 12bR)-7-[2(S)-(Acetylsulfanyl)- 
3- pheny lpropionamido]-6-oxo-1. 2. 3. 4. 6, 7. 8. 12b-octahydropyr ldo[2, 1-a] [2 
]benzazepine-4-car boxy lie acid . S-21402 (i\l-[2(S)-(Mercaptomethyl)-3 
(R)-phenylbutyl]-L-alanine ) . y^/\°<J^I- (Gemopatr i I at) , AVE-768 
8 (CAS N0473289-62-2 : (4S. 7S. 1 2bR) -7- [2 (S) - (Acety I su I f any I ) -3-fnethy I 
butyratnido]- 6-oxo-l. 2. 3. 4. 6, 7. 8. 12b-octaiiydropyr ido [2. 1-a] [2]benzazep 
ine-4-carboxyl ic acid ) ;!)<fclf f,tt-5o 

Ztii^<Do-ib. if*L< (*x:^^::fu;u (enalapril maleate) . T^-feT^U 
;u (alacepril) , 7*^^U;u (delapril) , (ramipril) . tt^^ 

y^JJl^ (captopril) . *J>>yyf)j\, (lisinopril) . ^i-^zf^jji, (benazepri 
I hydrocliloride) . 'J^>-tfytjj\, (I ibenzapr i I) . •j75^/\*::f u;u (utibapri 
I) . (synecor) . Xif^y^Jji. (spirapri lat) . ■y^ei/:^ U ;ix (zab 

icipril hydrochloride) . d^-)-zftJ)U (qu i napr i I at) . -C^^^^Jji. (imidap 
ril hydrochloride) , V^jiyzf'JJU (zofenopril calcium) . yzti^yzf^J 
;u (fosinopril sodium) . i>^-»f3^>j;u (cilazapril) . ir=Etiy^)jl. (temoc 
april hydrochloride) . xe^:^'J;u (spirapri I hydrochloride) , ^U>K 

(perindopril erbumine) . -ka^-yijji^ (ceronapril hydrate) . 
^^i^Zf^JjU (moexipril hydrochloride) . y-'y^l^'pzfVJl' (trandolapr i I) 
* -rK^:^U;u (idrapril) , :t"7/^Kij^h (omapatr i lat) . ^>[>zr*JJU 
(Pentopril) . 'J ^>-*f:^fJ ji. ( Libenzapril ) . ^g>K^U^h (Perind 
oprilat) . Xid'yZftJ'yh' (Splraprilat ) , BRL-36378 (N-[4-(2, 3-Dihyd 
robenzof uran-2-y I ) -1 - (ethoxycarbony I ) buty I ] -L-a I any I -L-pro I i ne) , V->/i 
U^h (Sampatrilat) . V^x^^^'j^h (Zofenopri lat argi nine ) . y 
7i>i^^*Jj\^ (Fasidotril) . MDL-100240 : (4S, 7S. 12bR)-7-[2(S)-(Acetyls 
u I f any I ) -3-pheny I prop i onam I do]-6-oxo-1 . 2, 3. 4, 6. .7. 8, 1 2b-octahydropyr i do [2 
. 1 -a] [2] benzazep i ne-4-carboxy I i c ac i d . S-21 402 (N- [2 (S) - (Mercaptome 
thy I ) -3 (R) -pheny I buty I] -L-a I an ine ) . y^/^^'j^K (Gemopatr i lat) ^ AVE- 
7688 ((4S.7S.12bR)-7-[2(S)- (Acetylsulfanyl)-3-methylbutyramido]- 6-ox 
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0-1. 2, 3. 4. 6. 7. 8. 12b- octahydropyr ido [2. 1-a] [2] benzazep i ne-4-oarboxy I io 
acid ) jb^fflON6;h,'5o 

nizB^LKits x:h^:^ij;u. T^Hzr^ij^K x7:^'J;k :^ 
'Ji/y^fu^u. -f^ 

^'J^K^fu^K ^x^t/::f.;;K k^>K^:^v;k ^-t/'Cku 

^stWiinmi^m'f^siiL^w-mmmmi^m ^mp l . iSifiijE cjjsejk $i^?q $ i± ^ 

^^^^i3mzzHi^lz\^m^^^^(0Vlttj:l\ m^lt. nV)U^> (losartan 
) , x::fp-9';u^> (eprosartan) , ii Jl^^ > S^U^-tr5^;u (candesart 
ancilexetil) . /<)\.VJl.^> (valsartan) . (telmisartan) 
. '<Jl"<V-JU'$i> (Irbesartan ) . ^V+^JU^> (tasosartan) . Ti-ju^-i^ju 
^> (olmesartan medoxomll) , exp-3 1 74 (Drug Data Report. Vol.14 
. P396. 1992) . V^VJV^> (zolasartan) . > (saprisartan 

) , Ji'J-*^)U^> (elisartan potassium) , U > (riplsartan) . 5 

y-FV-Jl^^> (mllfasartan) , "^^t-^-y-yu^ > (forasartan) , x>::f-y-;u^ 
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> (embusartan) , BMS-184698 (Drug Data Report. Vol.16. p449. 
1994) . 3- (2'- (^h^y;u-5— r;u) -1. 1'~e:7x>-4— 

) ^^;U-5. 7-i?^5^;b-2-X5^;U-3H--r5^y [4. 5-b] tfij 
v>, BAY1 06734 (Drug Data Report. Vol. 18, p518. 1996) .BIB 
R3 6 3 (Drug Data Report, Vol. 18. p139. 1996) . C L 3 2 9 1 6 7 
^;u-6-(l-^ h+'>-l-^5^;ux5^;i.)-3-[2'-(lH-7^ h ^ y-;i.-5-f ;u) e:7x 
-;U-4-l';i/^5^;U]^-:^yrj>-4(3H)-:*->: Drug Data Report. Vol.16. p728, 
1994) . E4 177 (3-(2' -:b;U7t<^:> xzi;u-4-< ^;U)-2-i>^ p 
P e;b-7-> ^>U-3H-^ 5 [4. 5-b] e U i^^^fcli 4" -(2->'> □ :f P ifju-l- 
5^;i/-3H-r 5 [4. 5-b] tf'J i?>-3-f';U>« 5^;u) e:7x::i;u-2-*;U7t?>^ : 
Drug Data Report. Vol. 14. p981. 1992) . EMD73495. HN65021 
(Drug Data Report. Vol.16. p914. 1994) . HR7 2 0 (Drug Data Report. 
Vol.17. p147. 1995) . HOE720. LRB081 (Drug Data Report. Vol. 
16. pl002, 1994) , SC52458 (Drug Data Report. Vol.15. p632. 1993 
) . SL91010 2. UP2696 (Drug Data Report. Vol.16, p1004. 199 
4) . YM3 5 8 (2.7-i;x5^;u-5-[2'-(lH-i^h^y-;U-5-^;b)e:7xi:i;u- 
4-f ^;i.]-5H-e^ l/P [1. 5-b] [1.2. 4] h U T U 0Am-7m : Dru 
g Data Report. Vol. 15. p533. 1993) , EMD 6 6 3 9 7. ME 3 2 2 1 (3- 
^ h4^i>-2.6-i?^f^;u-4-[2'-(1H-7^ h^V-^U-S-f ;U) iz y ji - ^ 
h^i^] i>> : Drug Data Report, Vol.16. p636, 1994) . TAK5 3 6 ( 
2-x h^->-1-[2'-(5-:i-^V-2.5-e?t Kp-1. 2. 4-:*-:^-b-i^T V/-;U-3-(';U) t 
:7x-;u-4-^;uy^;u]/<>X-f 5^y-;u-7-*;U7f?>^ : Drug Data Report. 
Vol.17. p435. 1995) . CGP42 1 12A (Drug Data Report, Vol.12, p79 
4, 1990) . CGP49870. CP148130, E4188, EMD666 
84. EXP9954s FR1 1 53332, GA0050. KT3579 (Dr 
ug Data Report. Vol. 15. p631. 1993) . LF70156s LRB057 (Drug 
Data Report. Vol. 15. p922. 1993) .L ¥266099. LY301875 ( 
Drug Data Report. Vol. 16. p538. 1994) . P D 1 2 3 1 7 7 (Drug Data Repo 
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rt, Vol.13. pl23. 1994) , PD 1 26055 (Drug Data Report. Vol.16. p5 
43. 1994) . SC5 1 757 (Drug Data Report, Vol.16. p453. 1994) . SC 
546 29 (Drug Data Report. Vol.16, p542. 1994) . U96849. UK7 
7 7 7 8, WAY 1 26 22 7 (Drug Data Report. Vol. 15. p1024. 1993) 
WK1 2 60 (Drug Data Report. Vol.15. p635. 1993) , WK1 49 2, Y 
H 1 4 9 8fcJ:t^YM3 1 4 7 2 (Drug Data Report, Vol. 15. p1024. 1993) 
s * ^lc(*7K5-9-;U^ > ( Pomlsartan) , ^Jly:>^V-)l^^> /n-YKU— K (Olm 
esartan hydrate) . KRH-594 (2-[[5-X5^;u-3-[2'-(lH-x V-^U-S-Yyu) 
e:7xz:;u-4-^;U^^;U]-2.3-i^t Kp-1. 3, 4-5^Ti^T V^— ;U-2— T U-r>]T 
5y*;ix;H-;U]-1-i/^p/<>-r>*;U7|?>^-*ije7^i^) ^ UR-7247 (3-f 

^;u]-1H-e^ I/— ;u-4-:^;u7t?>^) , EXP-3174 (2-:?^;i.-4-^ p p-i-[2' -(1 
H-T- v/p-S-f ;u) e:7x=;b-4— r;u/ 'f'JUl-f 5 ;u-5-*;i/7tf >^) 
. L-159282 (N-[4'-(2-X5^;i.-5.7-i>/^;i.-3H-f'5^\/ 14. 5-bl tf >-3- 
-r;i^>«^;U)e7x:z;u-2-x;U7tN^;H/<>XT5 K) . CL-329167. DuP-532 ( 

4-^>^yji.:tDJL^ji.-z-zfn\dji.-]-l2'-m-T- K ^ y-;u-5-< ;u) e:7x^ 
;u-4-<;u^5^;u]-i' ;u-5-*;u7K>^) , ICI-D8731 (2-x5^;u-4-[2'-( 
1 H-x K ^ y— ;u-5-^ ;i.) e :? X -;b-4->r ;u a« h ^ix] i(r >"J >J^^m) , l Cl -D 
6888 (2-x^;u-4-[2'-(1H-Th^y-;i.-5-r;u)e7x^;i.-4-^;u^ 
5.6.7.8-T K^t KP^y'J>ig^^) , CI-996 (2-7^P e;u-l-[2'-(1H-r h 
^y-;i.-5--f ;u) e-ym-ju-A-^ju/- 5^;u]-4-[2-( h u 3';u:i-PTHz5^;i/) eo 
-;i-1-f;i/]^5^y-;i/-5-*;U7ff>^) . ii^l::cfcoT(*C;K€)(3!) 

m^mzm^^H^i^^mi^^ z <!: ^, t ^ ^/usimx'&^o 

C<D5*>. P-9";Ud^> (losartan) , x>''p-9-;u^> (eprosartan) , :*j>-7* 
L/dF-l2-^;U (candesartan cilexetll) , > (valsartan 

) , •T-;U5-b-;u^ > (telmisartan) , -Y^U^-y-yU^ > (irbesartan ) , ^Vb- 
(tasosartan) , ^/uy-9-;u^> (olmesartan medoxoml I) . EXP- 3 
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1 7 4. (zolasartan) . V-Zf^J+f-)l'^:> (saprisartan potassiu 

m) . x'J-b-;u^> (elisartan potassium) . Ut°-9-;u^> (ripisartan) , $ 
:77'-9';u^> (mllfasartan) . > (forasartan) . x>:?-9-;u^ 

> (embusartan) . CL329167, E4177, ME3221. TAK53 
6. 7K5-9-;u^> ( Pomisartan) , :j-;i/^-9-;u^ > KU— K (Olmesarta 
n hydrate) . KRH-594. UR-7247. EXP-3174. L-159282. CL-329167. DuP-532. 
ICI-D873K ICI-D6888. Cl-996fcd;t;. m^^lz^-DXltllHi^CDi-tmT^^mm 

$ ^-5*^ L^ d <!: ^, *, ^ ^ pT^tj S „ 
D-b-yi/^^ (Losartan) . x:^p-9-;u^> (Eprosartan) , 
i^U^-tr^;u (Candesartan cilexetil) , /<;u-t^;u^> (Valsartan) 
. -r^US-y-yU^^ (Telmisartan) . ^ J\^^-*)-jU^ > (Irbesartan ) ^ ^ V-b-;i/ 
^> (Tasosartan) . ^;i//-9-;u^> (Olmesartan medoxomi I) . V'^^-y-^U^^ 
(zolasartan) . ^-P7^i\^^'> (mi Ifasartan) . 'P^'y^M'^ (forasarta 
n) i^iiXS, li^fCcfcoTliC+iPjCDfttl^JgtSiJ^R (* >-x-9-;u^ >3£i:<!:) fc<fe 

r*P"9-;u^>. :^>T^-9-;u^> vU^Hz^;u. /N';u+h;u^ >7!)^^*;K-So 
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^^—ifmmmtLx. 3- iz-i-y^juttjuT^-ju) -5- [2- [5- [ 

t (i-:7x^;u-i, 2. 3. 4-xh^i/>J^u) -5-^:^-] y5^;u3 ] :? 

'J^I^^^Ut^^I -1. 3-^TyUi^>-2. 4-i?;!h>. 3- 

4-i/^>. 3- (3-T'j;u:?h^i/*;u7H-;up<5^;u^>if>x;u:7;fii;u) 
-1 -^^=''^-'1'5^l/Ui;>-2. 7- [6- (6-e:i-^ 

::i;uT5>'*:>'p-r;u)75y *3fp-r;i/]T5y-4->7pp-3- (z-yi. 

9 5 7 7 0. W09 8/0 9 9 4 9s W09 3-2 5 5 7 4. USP 5306 
824. W0 9 6-4 2 4 8fCl5m$tlrl^'5o 

m<mm^Hxi^^o i^-^mmfs^^^'Dis.i^^it'^momwmtLx. tu 

(alisklren) St^US^UV (remikiren) . Mtf^lc (2S. 3 R, 4 
s) -2- ( (2R) -2~ (1- (4-^;u7fx'j-;u*;u7t?-;u) ^5^;u-n 
- ( 1 — 75 7) *;U7H~;u/5^;u-4-^5^;i/^>5^:i--;u 
) TS/- 1 -i/^p/s^e/;i — 3, 4-i?t KP^i^-6-p<5^;U/s3''^>fip 
a>«l*ia¥5-3 2 6 O 2^ZiBa^*lr0^^^b^!|^3&«fe(f Pjtl-So 

2mici±^m^^t>i±xmi^i^Hxi^xt^i\ ±mLfzmtj:^i3^=ifj-izm 
-^^zmi>j.±<Diy->-T>i>7t'r:yi>^>mmmm^m^^t>i±xmi^^zt% 

ffl-jfi^s ACE|IM^Ji:T>v:t7^>i>> II g#f**§tfi;^j^|5lB#|zS# L 



wo 2004/098611 PCT/JP2004/006412 

1 9 

97/02032) , :$:mm<Dzfn:^^^^:yi>:yimmw^. ACEmmmt 

^w^. MMmmmmm^w^. m^mmwmm^w^ks mi4w^±fc<fct/:igi4 
w^±A<feff€,tb^o ^tzs ^m^^i^w^tLx^mtsH^m^^^wmm 

^nLfc^mmiz'jsi^xwt^^ti^isbxtwmmi&Tmmm^^-ro 
^mBM<Dfdimit. ^(ommmmom^mmmmx&^GFR (glomerular t 

lltratlon rate : ^mi^mmiM) ^*i^<!: Lf=<!: ^lcS*BJfiilcMe>^5 CI t A< 

fflj-e^-So ^fzmmzit. M^<o^ iyT^=.:>miii^^^u^iz^^xmmt^c 

mmm) *^±m-t^ztf)^i^. it!^m<7\^T'f-->m-^BUNm\z^'oxts 
mcDwmmmmm^mmizmi^^^ztij^x^^o ^Mz^mt^o^p \yT^-:ym. 
om-momamt ^tht m'^m.mmz^&T-t^ ztA^p,. - <oM#*^ & wmm 
<ois.'Tmm^mMir^:ittimm6^iz=hmm^ti. m?nt^^^mi<DW^±m 

(Dm^(Dmmiz%mi^i^tlXl^^ CBIomater Artif Cells Innnoblllzatlon Blot 
echnol. 1991 : 19(1) : 147-66. Am J Kidney Dis. 2003 Mar;41(3 SuppI 1) :S35-7 
.) o 
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So 

ibL^<7 lyT^=L:y>(y BUNCO ±M-^^tz^tj:l\ ek y ^^0!)WP^*S# 

'pommrji^y^i^iz^'ox. :^mBM<D^m^mmLx=h^i\ 
*l(DBmlzisl^xmK.1^mtmih^^mm^m^ir^zti^im•^Ll\ --nrfu 

/li. (sry. alfi^s Klf ^f^ojtotftSSKc^aiiaiiHtfficTJfa. Pitts -f^m<s.E(T> 

M&^x§w^«i<D-B#6<j>Ef:^^bs n\zi^±^)^M.Mmom.mz=^mnx^^o * 
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2 1 

^y<f^tzit'^<DiM^m'^^mm mmm^mm tLxo. oi~iooomg 

. »*L<f*0. 1 ~ 1 O Omg-efcy . 1 B 1 lEl-'3lllg-%.f 

) -CJigAlC^LrO. O 1 -5000iUg^Jt-efey. »*L<(*0. .1-50 

:^px h 'J 't7Aa>Ji^icfi. t Ka)W^:^S#<DiS«<!: Lxit 1 HiS#» 
SHa^J. iJiJ^tf. ;1g!|»§i, tK'J e::i;uePU K>. $SS-lr;bP-Xlp 

i^^ztii^x^^o ^ihiz^H^H(Dmm<omm.^'^tyi3zr-izjumt urs-^-r 
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:$:^0J<D^-^fl^^.i:LT(*. #@^f>Jfl^$<^fflT#-575^\ *<*6<j|c(i^P^4^a> 

5 ii^s tfc^j. mmms mmm. ^m. m.WL i^a^yy^s iizf±j\^m. a 

. mmms mmwk mm. mm. ^^n^zfrn. ijzf-bji^m. t)<mifh>H^o 
^tzs ^^mitmm^mmor^v^mnmzwc^Lxt^K. ^^tzi&cDmm.. m 

10 r*^^o :^n^^<o^^ts^is^mm\t±tzmnm<Dmm(Dm. ^mf^mwL ^m 

^ta^-y h^^<*SJSMtaJfiljt (NTS. 1 Ofg^SgR. 3mL/kg) 

x^mww^^mmLtzo zmmzum. UM^nuiK m^>/<^«. nn/t-^ 

\^T^=.>m.^mz&LT(06mizmm^m^)^Aif. mm^:^t:miihLfco ccdb* 

2) BPS 1 o oi¥ (hbWJ) : ^^::^px h-^ h'J-^Ai o Ojw g/k g (b 

I D : :^mm.'^ 1 B 2 lH]S#) . n = 6 
25 3) BPS 3 O (j±$!^^J) : ^^:^PX h-^- h'J'>A3 0 0iU g/k g (B 
I D) , n = 6 

4) * >7^-b-;u^ > 1 o P : >t^+^;u^ > • b^i/-fz;u i o m g 

/kg (OAD : S^fflS^I B 1 laS-^) . n = 6 
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5) *>T^-b-;U^>3 Op (itmm) : *>T^-9-;U^> ■ i>lx^i^-t2;U3 Omg 
/kg (OAD) , n = 6 

6) BPS 1 O O+^^^-^-^U^^I Op : 

^^;^PX h-)- K 'J •t7A 1 O 0 g/k g (BID) +t)>'r-*^JU^ > • i^U^ 
-tr^;U ■ 1 Omg/kg (OAD) , n = 7 

1 (c^-To 

@ 1 izTjk-tj: o iz BPS100 p. * >-T-9-;u^ > 10 mx^ow^oM'iTmmmit 
00 n) ^ommmm^mmmt. BPsioo+*>7^-9-;u^>ioi$,!:jt^rii3{iN 

C Ol^s J^Efjo PGF, »<D^±tt* >7*-9-;u^ >(Z)jS4-fc J: y L r *5 -r . 
^MM 2 

I^LT-co taJfli»a>iS-^7!)NP,2 3lFfgm(::Ki|^$i*lT<0 4|¥(::^lt. M^^^^M^ 

1) : O. 5%CMC (OAD) (BID) . n = 6 

2) 7^;U5-9-;U^>Sf (tbiiiJIJ) : 7^;U5+^;U^ > • 4 Om g/k g (OAD) 
+^®7K (BID) ^ n = 5 
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3) BPSil (it^m) : 0. 5%CMC (OAD) H-^^ 3^P;?. h-M- 'J -t? A 
100A/g/kg(BID).n = 5 

4) ^J\^^V-Jl^>+BPSm i^fiBM) : ^;U5-t^;U^> • 40mg/k g ( 
OAD) +K^7fPX h•:^h';0A100/ig/'kg (bid). n = 6o 

^=-->m<is:i^iE^Wi^mmizm\tinxi^tzo z^^oiz^ mmmxitmmo 



Si 



II 


(mg/d L) 


IjI^) (Dl!Rm<P 1^7^=. 
Xi (mg/d L) 




1.79±0. 37 






0. 93 ±0. 43 


1.1 8±0. 80 


BPS 


1.56±0. 76 




H-BPS 


0. 61 ±0. 09 


0. 29±0. 01 



mmm3 

^Lfzo jnIfll^t<c>©#75)^t>2 3iFH1^lci!I!j^^felT<D4||(c^^^t. mm^^^mi^ 

Ltzo 

1) : O. 5%CMC (B I D) +^@7K (BID). n = 6 

2) n-i^JU^l^m (.itt^m) : P-9-;U^>- 3 0mg/kg (BID) +^@7k 

(BID) . n = 5 

3) BPSI^ (Ji^^J) : O. 5%CMC (BID) Z^nX K*^ h U •t7A 
1 OOjU g/k g (BID), n = 6 
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4) P-b-;U^>+BPS^ (2^^B^) : P+^;U^> • 3 Omg/k g (BID) 
+ ^^-:f07. h-M-»J't7Al 00//g/kg (BID) , n = 5 

smx'it. w^^omnti^mmmizitmLxmMizmm^Hfz (p<o. os) 



m 


(mg/d L) 


mm 


1.83±0. 47 




1.94+0.61 


BPS 


0.93±0. 18 


p-b-;u^>+BPs 


0. 65±0. 13* 



*: p<o. 0 5 mmmt(Dttm. it^m) 
^Ltzo inMm(o^^^^i^2^mmzmm^i>jLT0 4mizi^i-rs m^^^^^mph 

1) mmm : 0. 5%CMC (OAD) +^fi7K (BID) . n = 6 

2) Ji-T'^zr^JJUm (tt^m) : -TU-O^X^^-^^^U^U. 10mg/kg (O 
AD) +mmjK (BID) , n = 5 

3) BPSSI (tt^m) : O. 5%CMC (OAD) :^PX H"^ h 'J 't? A 
100//g/kg (BID) . n = 6 

kg (OAD) +^^:/Px 1--:^ K';h7Ai o o ju g/k g (bid) . n 

= 6 
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;n-BPsi¥-^tt. W^±oiifT;b<s>rfiga^fcitiiLTW^(cjq]^j$ttfc (p<o 

as 





(d L/mg xji) 


(m g/d L) 




0. 41 ±0. 04 


1.83±0. 47 




0. 41 ±0.04 


1.83 ±0.44 


BPS 


0. 32±0. 04 


0. 93 ±0. 18 


x-^^:^ij;H-BPS 


0. 24±0. 05* 


0. 60±0. 08 



*: p<o. 05 ie^mmtoitm (tm^) 



mLtzo tn:jfii>S(Z)S#A>P»2 51M^(cibi^$JJlTa)4i¥f::^(ts m^^^^mi^ 

1) : O. 5%CMC (OAD) +^@7K (BID). n = 6 

2) •j'>y:;f'j;n¥ (Jt^^) : 'ji/y:^ij;u. lOmg/kg (oad) +^ 

@?K (BID) , n = 5 

3) BPS|¥ (Jtii^J) : O. 5%CMC (OAD) +^^Zfa7. hi- h *J '^M. 
lOOiUg/'kg (BID) , n = 5 

4) *Jiyy :f*)Jl.+ BP i^mm) : Ui/^ • 1 Omg/k g (OA 

D) +^^::fpx h:M-'J't;Ai o Oiu g/k g (bid) , n = 6 

mm^^mti^'^iMn^izmitt:ni\ skm<7 iyT^->m^m^Lfzo mm 
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^r-ii. W^^cDiifTj&t^Hg^iciti^Lr^^SicjqifiJ^tife (p<o. 05) 



^4 



SI 


(d L/mg xil) 


^— >fiS (mg/d L) 




0. 43 ±0. 02 


1.49±0. 41 




0. 39 ±0. 08 


1.20±0. 34 


BPS 


0. 37 ±0. 07 


1. 49-1-0. 59 


'ji^y 3^';;n-BPs 


0. 27±0. 05* 


0. 81±0. 32 



*:p<0. 05 mmmtOttm (\N i Icoxon:^^) 



mmme 

Ltco 

1) : O. 5%CMC (OAD) +li®7K (BID). n = 6 

2) ^'j^KZ^U^U^ (itm\) :^U>K>^'J;UX;u:f5>- 10mg/kg 
(OAD) +^®7K (BID) , n = 6 

3) BPSH iit^W : O. 5%CMC (OAD) :^PX K-M- 'J •t?^ 
100//g/kg (BID) . n = 6 

4) Ji-T'yZfOJl^+BPsm i:$^mW : > K3^g;ux;u:?f5 > ■ 1 Omg 
/kg (OAD) +^^3^PX h-:^ hU't7Al O OiU g/k g (BID) , n = 
6 
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^5" 





(d L/mg xjl) 


— >{it (mg/d L) 




0. 35±0.04 


1.45+0. 32 




0. 30±0. 05 


1.09+0. 42 


BPS 


0. 29±0. 03 


0. 93±0. 18 


B P s 


0. 21 ±0. 07 


0. 75±0.16 



mMm 7 

1) : O. 5%CMC (OAD) +^®7K (B I D) . n = 1 1 

2) * (Jt$!^^5lJ) : *>x-b-;U^>- i/L/^-i?5^;u ■ 1 Omg/ 
kg (OAD) +S®7K (BID) . n = 1 1 

3) BPSP itt^xM) : O. 5%CMC (OAD) I^'PX >J -t^A 
lOO/ig/kg (BID), n = 11 

4) *>7^-9-;u^>+BPS|¥ (2^SIBJ) : • $xL/:^-tr5^;u • 1 

Omg/kg (OAD) +^^:^PX h-^ h i; "^Al 0 0 A< g/k g (B I 
D) , n = 1 2o 

Ill2fc:^-r<fc3(c, 2|5:^a!#»lcfcl^r:^>■r■^^■;^^>^. B P Si¥r3fe(t<55E 

BPsiiT*r*s ^wmfj^mmiztmLxmrniz^mtHtz (p<o. 05) „ 
•t^atiz^-ox. w^±iz^^wt:<ommtj:^mi^mi}<mibibtifzo 
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-m^ ( I ) 




(I) 



(A) COOR^ CdTFR^tt. 

RN*7Km^fc(d:^^l&i -5(DT;u^;k 

- (CH2CH2O) „CH3. CZ-e, n (* 1 ~ 5 

-Z-Ar\ ZZ"eZ(*«^|H^^(Cp|i:, A r Utyi.—JV. a— ^:7T;Us 

i8— 2 - f 'J 3-eui;;L.. 4-egi;;K a-:7'j;u, ^- 
a>T;u^;Us — KP. i^Ty. ^ h^^^. :7x^;u. :7xy^->, p-T-trhT 

5K^>XTSh\ -CH = N-NH-C ( = 0) -NH^. -NH-C (=0 
) -Ph. -NH-C ( = 0) -CH3^L< li-N H-C ( = 0) -NH^-^ 
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-c.H^tN (R*) 2, zzx'C.H^,^ Rvms&^mizmc^ 

-CH (R«) -C- (=0) -R\ Z.ZVR^lt7m-^tzlt^>V^ JU. R« 
-CpH2p-W-R\ CC-^. W(*-CH = CH-. - C H = C R ' 

10) -CH (CH^OR^) 2 , ZZLVR^lmmm^ --3 0(D7JU^Jl^-^tclt 

(B) -CH2OH , 

(C) -C.(=0) N (R°) 2, 

3?x^;K «^3?x^;u (CwrMi^S(*±iB (A) 5) (om-^tmm 
) > M0l^7~i 2a>T^;u+;u^f=(*-so2R^°$a3hL. R'^tt^^iiiti 

(czT?s^»i*±iB (A) 5) om-^tmm) . mmiJj7-i 2cdt^;u^;u 

at>-rii^f*fl6©R°rd:-S02R^°-C(*>EcU4,a)*!:-r'5s 

(D) --CH2OTHP (THPttT^ h^t Kpe^=.;us) -efcys 

A I*. 

-CH = CH-CH2-, 
-CH2-CH = CH-. 
-CH2-O — CH2-S 
-CH = CH-, 
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-0-CH2-*fc(* 

7) -c = c--efey. ^z-e. m(*i 7b^e>3(Z)Mi!^^*L. 
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